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AMENDMENT 



Subject matter to be added is in bold and underlined. 
Subject matter to be deleted is in bold and strikethrough. 

In the Claims: 

Please enter rewritten Claims 1-2, 1 1-14, 17 and new Claims 37-51 as follows. 
Please cancel Claims 3-4 and 22-36 without prejudice or disclaimer. 

This listing of claims will replace all prior versions and listings of claims in the 
application. 

1 . (Currently amended) A compound according to formula (I), 



or a stereoisomer or a pharmaceutically-acceptable salt or hydrate thereof, wherein: 
Xis-NR^S(0)pRi6; 
W is hydrogen or -(CR7R8)q-W| ; 

Wi is hydrogen or may be taken together with Rg to define a bond so that X and 
W are joined together to form a five to seven membered heterocyclic ring; 

Z is a 5 membered hctcroaryl group optionally s ubstituted vnth 1 3 Ri^, a five 
to s ix membered hetcrocycio or cycloalkyl group optionally sub s tituted with 




W X 



(I) 
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1 - 3 Rj^, a 9 to 10 mcmbcrcd bicyclic oryl or hctcroaryl isoquinolvl optionally 

R 7 R 

substituted with 1-3 substituents selected from R9 and/or Riq, ^3 ^1 1 ; 

Zj ., and Z^-are independently N or CR» t 

Rj, R2 and R3 are attached to any available carbon atom of the phenyl ring and 
are independently selected from hydrogen, halogen, cyano, nitro, Cj-iQalkyl, 
C2.ioalkenyl, substituted Cj-iQalkyl, substituted C2-ioalkenyl, -C(=0)NR|2Ri3, -0Ri2» 
-CO2R12, -C(=0)Ri2, -SR12, -S(0)tRi5, -NR12R13, -NR12SO2R15, 
-NRi4S02NR,2Ri3 -NR12CO2R13, -NRi2C(=0)R,3, -NRi4C(=0)NRi2Ri3, 
-SO2NR12R13, aryl, hctcroaryl, cycloalkyl, and heterocyclo; 

R^ is hydrogen, Ci-4alkyl, NH2, Ci.4alkylamino, hydroxy, or Ci-4alkoxy, or 
together with Wj is a bond so that X and W join together to form a five to seven 
membered heterocyclic ring; 

R7 and Rg are independently selected from hydrogen, -ORjg, -NRjgRjp, 

-NR13SO2R205 alkyl, alkenyl, substituted alkyl, substituted alkenyl, halogen, haloalkyl, 
haloalkoxy, cyano, nitro, alkylthio, -C(=0)H, acyl, -CO2H, alkoxycarbonyl, 

sulfonamido, sulfonyl, and phenyl in turn optionally substituted with 1-3 of halogen, 
cyano, haloalkyl, haloalkoxy, nitro, hydroxy, Ci.4alkyl, Ci-4hydroxyalkyl, Ci.4alkoxy, 
amino, NH(Ci.4alkyl), N(Ci.4alkyl)2, and Ci.4aminoalkyl; 

R95 and Rjo a»d4l^ are independently selected from hydrogen, halogen, alkyl, 
substituted alkyl, haloalkyl, haloalkoxy, cyano, nitro, -S(0)uR2h -NR22S02R2b 
-C(=0)NR22R23> -OR22, -C02R22> -C(=0)R22, -SR22, -NR22R23 . -NR22CO2R23. 
-NR22C(=0)R23, -NR22C(=0)NR23R24, -S02NR22R23> -NR22SO2NR23R24, 
-C(=NR22)NR23R24, five or six membered heterocyclo or heteroaryl, phenyl, and 
C3.7cycloalkyl , provided that R44 is not C(=NR^)NR^ R ^ when W or W4 HH& 
hydrogen ; , wherein when R9^ or Rjq w-R^ is selected from heterocyclo, heteroaryl, 
phenyl, and C3.7cycloalkyl, each of said cyclic groups in turn is optionally substituted 
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with up to three of Ci.4alkyl, Ci.4alkoxy, €1,4 hydroxyalkyl, C1.4 aminoalkyl, halogen, 
hydroxy, haloalkyl, haloalkoxy, amino, C1.4 alkylamino, and/or cyano; 

R12, Ri3 , R14, Rig, Ri9 , R22 R23 > ^24 independently selected from 
hydrogen, alkyl, substituted alkyl, alkenyl, substituted alkenyl, aryl, heteroaryl, 
cycloalkyl, and heterocyclo; 

R15, R20 and R21 are independently selected from alkyl, substituted alkyl, alkenyl, 
substituted alkenyl, aryl, heteroaryl, cycloalkyl, and heterocyclo; 

Rl5 is alkyl, substituted alkyl, alkenyl, substituted alkenyl, aryl, heteroaryl, 
cycloalkyl, or heterocyclo; 

/? is 1 or 2; 

^ is 1, 2 or 3; 

/ is 1 or 2; and 

w is 1 or 2; 

provided that: 

i) when Z i s phenyl, pyridyl or pyridazinyl, R^ ^-R ^ and/or arc other 
than cyano or C(=NRja)NR^ R24t 

ii) when W i s H or Cj^alkyl, Z i s other than aryl; 

iii) when W i s H, Z i s other than C^cycloalkyl, pipcridinyl, 

tctrahydropyridinyl, 3 pyridyl, or 3 pyridyl A^ - oxide; or 

«^ R], R2, and R3 are not all simultaneously hydrogen. 

2. (Currently amended) A compound according to claim 1, or a stereoisomer or a 
pharmaceutically-acceptable salt or hydrate thereof, wherein: 

X is -NRgSCOpRig; 

W is hydrogen or -<CH2)q-H; 

Z is selected from a 5 - mcmbered heteroar>l group optionally s ub s tituted with 
1 - 3 Rj^, a five to s ix membcred heterocyclo or cycloalkyl group optionally s ubstituted 
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with 13 R», a 9 to 10 mcmborcd bicyclic aryl or hctcroar^l isoquinolvl optionally 



substituted with 1 -3 substituents selected from R9 and/or Rjq , and ^1 0 ^3 "^11; 

Z^-ttrc independently N or CR» and at lea s t one of Zj., Z^^ and Z^ fe 



Rj, R2 and R3 are attached to any available carbon atom of the phenyl ring and 
are independently selected from hydrogen, halogen, cyano, nitro, Ci-io^lkyl 
C2-ioalkenyl, substituted Cj-iQalkyl, substituted C2-ioalkenyl, -C(=0)NRi2Ri3, -OR129 
-CO2R12, -C(=0)Ri2, ~SRi2, -S(0)tRi5, -NR12R13. -NR12SO2R15, 
-NRi4S02NRi2Ri3,-NRi2C02Ri3, -NRi2C(=0)Ri3, -NRi4C(=0)NRi2Ri3, 
-SO2NR12R135 aryl, heteroaryl, cycloalkyl, and heterocyclo; 

Rg is hydrogen; 

R95 and Rio «»d4^ are independently selected from hydrogen, halogen, alkyl, 
substituted alkyl, haloalkyl, haloalkoxy, cyano, nitro, -S(0)uR2i, -NR22SO2R21J 
-C(=0)NR22R23> -OR22> -CO2R22, -C(=0)R22, -SR22, -NR22R23. -NR22CO2R23. 
-NR22C(=0)R23, -NR22C(=0)NR23R24, -SO2NR22R23. -NR22SO2NR23R24, 
-C(=NR22)NR23R245 five or six membered heterocyclo or heteroaryl, phenyl, and 
C3-7cycloalkyl , provided that R4 4 . is not C(=NRj^)NR^ R34; wherein when R95 or 
RjO wJft^ is selected from heterocyclo, heteroaryl, phenyl, and C3.7cycloalkyl, each of 
said cyclic groups in turn is optionally substituted with up to three of Ci.4alkyl, 
Ci.4alkoxy, C1.4 hydroxyalkyl, C1.4 aminoalkyl, halogen, hydroxy, haloalkyl, 
haloalkoxy, amino, C1-4 alkylamino, and/or cyano; 

R|2, Ri3 , Ri4, Rig, Ri9 , R22 ^23 5 ^^24 independently selected from 
hydrogen, alkyl, substituted alkyl, alkenyl, substituted alkenyl, aryl, heteroaryl, 
cycloalkyl, and heterocyclo; 

R15, R20 and R21 are independently selected from alkyl, substituted alkyl, alkenyl, 

substituted alkenyl, aryl, heteroaryl, cycloalkyl, and heterocyclo; 
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Rl6 is alkyl, substituted alkyl, alkenyl, substituted alkenyl, aryl, heteroaryl, 

cycloalkyl, or heterocyclo; 
p is 1 or 2; 
q '\s\,2 or 3; 
/ is 1 or 2; and 
w is 1 or 2; 
provided that: 

i) when Z i s pyridyl or pyridazinyl, Rp, Rj^ and/or R j 4 arc other than cyano 
or C(^NRa a)NR23R24. 

ii) when W i s Z is other than pipcridinyl, tctrahydropyridinyl, 3 pyridyi, 
or 3 pyridyi oxide; or 

iii) Rj, R2, and R3 are not ail simultaneously hydrogen. 
3-4. (Canceled) 

5. (Original) A compound according to claim 1, or a stereoisomer or a pharmaceutically- 
acceptable salt or hydrate thereof, wherein the compound is of formula (la): 



YisNH2 orH; 

R], R2 and R3 are attached to any available carbon atom of the phenyl ring and 
are independently selected from H, halogen, CN, NO2, Cj^alkyl, C2^alkenyl, substituted 
Ci-galkyl, substituted C2.6alkenyl, -C(=0)NRi2Ri3, -OR12, -CO2R12, -C(=0)R,2, 
-SR12, -S(0)tRi5, -NR,2Ri3, -NR12SO2R15, -NR14SO2NR12R13 -NR12CO2R13, 




(la), 



wherein: 
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-NRi2C(=0)R|3, -NRi4C(=0)NRi2Ri3.-S02NRi2Ri3, aryl, heteroaryl, cycloalkyl, 
and heterocyclo; 

R9 is, independently at each occurrence, H, halogen, alkyl, substituted alkyl, 
haloaikyl, haloalkoxy, cyano, nitre, -S(0)uR2i, -NR22S02R2h -C(=0)NR22R23. -OR223 
-CO2R22. -C(=0)R22, -SR22» -NR22R23 > -NR22CO2R23, -NR22C(=0)R23, 
-NR22C(=0)NR23R24, -S02NR22R23» -NR22SO2NR23R24, five or six membered 
heterocyclo or heteroaryl, phenyl, or C3-7cycloalkyl , provided that R44. is not 

wherein when R9 is selected from heterocyclo, heteroaryl, phenyl, 
and C3.7cycloalkyl, each of said cyclic groups in turn is optionally substituted with up to 
three of Ci.4alkyl, Ci.4alkoxy, C1.4 hydroxyalkyl, C1-4 aminoalkyl, halogen, hydroxy, 
haloalkyl, haloalkoxy, amino, C1.4 alkylamino, and/or cyano; 

Rl5 is Cj-^alkyl substituted with 0-3 R25, phenyl substituted 0-3 R25, naphthyl 
substituted with 0-3 R25, a 5-10 membered heteroaryl substituted with 0-3 R25 and 
selected from lH-pyrazol-4-yl, lH-pyrazol-4-yl, thiazol-5-yl, 2-naphthyl, quinolin-8-yl, 
benzo[l,2,5]thiadiazol-4-yl, 2,3-dihydro-ben2o[l,4]dioxin-5-yl, or 
1 H-benzoimidazol-S-yl; 

R25 is, independently at each occurrence, Ci.4alkyl, Ci.4alkoxy, 

Ci.4hydroxyalkyl, Ci.4aminoalkyl, halogen, hydroxy, haloalkyl, haloalkoxy, amino, 
Ci.4alkylamino, cyano, carboxy, nitro, phenyl, -SO2NR22R23J or -CO NR22R23J 
r is 0 to 2. 

6. (Original) A compound according to claim 5, or a stereoisomer or a pharmaceutically- 
acceptable salt or hydrate thereof, wherein the compound is of formula (lb): 
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(lb), 

wherein: 

YisHorNH2; 

Rl6 is Me, Et, Pr, i-Pr, cyclo-Pr, Bu, i-Bu, t-Bu, phenyl, 2-Me-phenyl, 
3-Me-phenyl, 4-Me-phenyl, 2-F-phenyl, 3-F-phenyl, 4-F-phenyl, 2-OH-phenyl, 
3-OH-phenyl, 4-OH-phenyl, 2-OMe-phenyl, 3-OMe-phenyl, 4-OMe-phenyl, 

2- CH20H-phenyl, 3-CH20H-phenyl, 4-CH20H-phenyl, 2-C02H-phenyI, 

3- C02H-phenyl, 4.C02H-phenyl, 3-CONH2-phenyl, 4-CONH2-phenyl, 
3-C02H-4-OH-phenyl, 3-S02NH2-phenyl, 4-S02NH2-phenyl, 2-CN-phenyl, 
3-CN-phenyi, 4-CN-phenyl, 3-N02-phenyl, 4-N02-phenyl, 2-NH2-phenyl, 

3- NH2-phenyl, 4-NH2-phenyl, 3-CH2NH2-phenyl, 4-CH2NH2-phenyl, 

4- (2-CH2CH2NH2)-phenyl, 4-(2-/err-butyl cabamoyl-ethyl)-phenyl, benzyl, 

5- Cl-l ,3-diMe-lH-pyrazoM-yl, 5-Me-l -phenyl- lH-pyrazol-4-yl, 
2,4-diMe-thiazol-5-yl, 2-naphthyl, Quinolin-8-yl, Benzo[l,2,5]thiadiazol-4-yl, 2,3- 
dihydro-benzo[l,4]dioxin-5-yl, 2-amino-lH-benzoimida2ol-5-yl, hydroxymethyl, 
hydroxyethyl, hydroxypropyl, aminomethyl, aminoethyl, aminopropyl, 2,2,2- 
trifluoroethyl, 3-S02NH2-propyl, 3-CONH2-propyl, 2-S02NH2-ethyl, 2-CONH2-ethyl, 
4-S02NH2-butyl, or 4-CONH2-butyl. 

7. (Original) A compound according to claim 6, or a stereoisomer or a pharmaceutically- 
acceptable salt or hydrate thereof, wherein the compound is of formula (lb) wherein Rj 
and R2 are C I ^alkoxy . 
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8. (Original) A compound according to claim 1, or a stereoisomer or a pharmaceutically- 
acceptable salt or hydrate thereof, wherein Rj and R2 are OR12. 

9. (Original) A compound according to claim 8, or a stereoisomer or a pharmaceutically- 
acceptable salt or hydrate thereof, wherein R12 is hydrogen, Ci.6alkyl, phenyl, or benzyl 
optionally substituted with 1-2 halogen, cyano, haloalkyl, haloalkoxy, nitro, hydroxy, 
Ci.4alkyl, Ci.4hydroxyalkyl, Ci.4alkoxy, amino, NH(Cj-4alkyl), and/or N(Ci-4alkyl)2. 

10. (Original) A compound according to claim 1, or a stereoisomer or a 
pharmaceutically-acceptable salt or hydrate thereof, wherein W is hydrogen. 

1 1 . (Currently amended) A compound according to claim 1 , or a stereoisomer or a 
pharmaceutically-acceptable salt or hydrate thereof, wherein Z is selected from: 




2r4 is fu s ed to ring A comprising the common carbon atom and i s 

;^^(R9), 

R10 

i s fu s ed to ring A compri s ing the common carbon atom C* and i s s elected 

from: 
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R9 

o *^s. 




(R10) 



S 




Zg is fused to ring A comprising the common carbon atom C* and is 
N 



(R9)r : 

Z7 is fused to ring A comprising the common carbon atom C* and is selected 

from: 

and *r-^N ___J^^^9)3 

N 



" — • ^ and 



/s 



^ i s fused to ring B compri s ing the common nitrogen atom N* and i s 
selected from 

Is/ nZT and t 



Z ^is CH orN; 

risO, 1, or 2; and 
5 is 0, 1,2, or 3. 

12. (Currently amended) A compoimd according to claim 1 , or a stereoisomer or a 
phannaceutically-acceptable salt or hydrate thereof, wherein Z is selected from: 
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N- 




\ / 



/ 
-NH 



N 



y 



and 



NH2 



13. (Currently amended) A compound according to claim 1, or a stereoisomer or a 
pharmaceutically-acceptable salt thereof, wherein the compound is of formula (Ic): 
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W X 

(Ic) 

wherein: 

Xis-NR^S(0)pRi6; 

W is hydrogen or -(CH2)q-H; 

Z is a 5 membercd heteroar>1 group optionally sub s tituted with 1 2 Rj^, a five 
to s ii mcmbered hcterocyclo or cycloalkyl group optionally s ubstituted with 1 2 Ri ^^ 
a 9 to 10 membercd bicyclic ar>1 or heteroar>l isoquinolyl optionally substituted with 

1-3 substituents selected from R9 and/or Rior^'^io ^3 

Zj ., and Z;^.are independently N or CR;^ and at lea s t one of Z^, and Z^ is 

Nt 

Rj and R2 are independently hydrogen, halogen, cyano, nitro, Cj-iQalkyl, 
C2-ioalkenyl, substituted C2-ioalkyl, substituted C2-ioalkenyl, -C(=0)NRi2Ri3j ^0Ri2, 
-CO2R12, -C(=0)Ri2, -SR12, -S(0)tRi5, -NR12R13. -NR12SO2R15, 
-NR|4S02NR,2Ri3, -NR,2C02Ri3, -NR|2C(-0)R,3, -NR|4C(-0)NRi2Ri3, 
-SO2NR12R13, aryl, heteroaryl, cycloalkyl, or heterocyclo; 

Rg is hydrogen or together with W is a bond so that X and W join together to 
form a five to seven membered heterocyclic ring; 
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R95 and R|o ftft**^^ are independently selected from hydrogen, halogen, alkyl, 
substituted alkyl, haloalkyl, haloalkoxy, cyano, nitro, -S(0)uR2b -NR22SO2R21. 
-C(=0)NR22R23. ~OR22, -CO2R22. -C(=0)R22, -SR22, -NR22R23, -NR22CO2R23, 
-NR22C(=0)R23, -NR22C(=0)NR23R24, -SO2NR22R23, - NR22SO2NR23R24, 
-C(=NR22)NR23R24, five or six membered heterocyclo or heteroaryl, phenyl, and 
C3.7cycloalkyl , provided that R44. i s not C(=NR^)NR^ R24; wherein when Rg^ or 
RlO ^*=^R|4. is selected from heterocyclo, heteroaryl, phenyl, and C3.7cycloalkyl, each of 
said cyclic groups in turn is optionally substituted with up to three of Ci.4alkyl, 
Ci-4alkoxy, Ci-4hydroxyalkyl, Ci-4aminoalkyl, halogen, hydroxy, haloalkyl, haloalkoxy, 
amino, Ci.4alkylamino, and/or cyano; 

Rl2, Ri3 , Ri4, R22 ^23* ^24 independently selected from hydrogen, alkyl, 
substituted alkyl, alkenyl, substituted alkenyl, aryl, heteroaryl, cycloalkyl, and 
heterocyclo; 

Rl5 and R21 are independently selected from alkyl, substituted alkyl, alkenyl, 
substituted alkenyl, aryl, heteroaryl, cycloalkyl, and heterocyclo; 

Rl5 is Ci-galkyl substituted with 0-2 R25, phenyl substituted 0-3 R25, naphthyl 
substituted with 0-3 R25, a 5-10 membered heteroaryl substituted with 0-3 R25 and 
selected from lH-pyrazol-4-yl, lH-pyrazol-4-yl, thiazol-5-yl, 2-naphthyl, 
quinolin-8-yl, ben2o[l,2,5]thiadiazol-4-yl, 2,3-dihydro-benzo[l,4]dioxin-5-yl, or 
1 H-benzoimidazol-5-yl; 

R25 at each occurrence is selected from Ci.4alkyl, Ci-4alkoxy, 

Ci.4hydroxyalkyl, Ci,4aminoalkyl, halogen, hydroxy, haloalkyl, haloalkoxy, amino, 

Ci.4alkylamino, and/or cyano; 

/7 is 1 or 2; 
^ is 1, 2 or 3; 
/ is 1 or 2; and 
w is 1 or 2f 

provided that when Z i s pyridyl or pyridazinyl, R^ ^-i ^ and/or arc other 
than cyano or Ci-NR^ ^Pit^f^- 
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14. (Currently amended) A compound according to claim 1, or a stereoisomer or a 
pharmaceutically-acceptable salt thereof, wherein the compound is of formula (Id): 



Rl2aO 




(Id) 



wherein: 

Xis-NR6S(0)pR,6; 

W is hydrogen or-(CH2)p-Wi; 

Wj is hydrogen or may be taken together with to define a bond so that X and 

W are joined together to form a five to seven membered heterocyclic ring; 
Z is selected from: 



R 



10 ^3 Jrj. 



A I] Z4J I A II Z5 






i^r^3 , and Z^-arc independently N or CRy f 
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Z 4 i s fused to ring A compri s ing the common carbon atoni C* and i s 

'V"(R9)r 



— M T 



R1O 

i s fused to ring A compri s ing the common carbon atom C* and is selected 

from: 



(Rio). 



S 



Z5 is fused to ring A comprising the common carbon atom C* and is 
■N 



(R9)r ; 

Z7 is fused to ring A comprising the common carbon atom C* and is selected 

from: 



N and fi^^^N f >(R3 )3 f ^(Rg)^ 

^ (R9)s (R9)r , ^ 

i s fu s ed to ring B compri s ing the common nitrogen atom N* and is 
s elected from 

rv(R9), r^^jRA . r-v;(R9), r V^^'- 

IHT^ fi^37 N^^*^ and N- 
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is hydrogen or together with Wj is a bond so that X and W join together to 

form a five to seven membered heterocyclic ring; 

Rgyjt ^, and R|4-ftfe is independently selected from hydrogen, halogen, alkyl, 

substituted alkyl, haloalkyl, haloalkoxy, cyano, nitro, •S(0)uR2i, -NR22S02R2b 
-C(=0)NR22R23. -CO2R22. ~C(=0)R22, -SR22, -NR22R23, ^ -NR22C02R23> 

-NR22C(=0)R23, -NR22C(=0)NR23R24, "SO2NR22R23, -NR22SO2NR23R24, 
-C(=NR22)NR23R24j five or six membered heterocyclo or heteroaryl, phenyl, and 
C3.7cycloalkyl, provided that Rgr^^ ^? and R^ .-ftfe is not -C(=NR22)NR23R24 when W 
or Wj is hydrogen; wherein when Rg^^fti ^ or is independently selected from 
heterocyclo, heteroaryl, phenyl, and C3-7cycloalkyl, each of said cyclic groups in turn is 
optionally substituted with up to three of Ci-4alkyl, Ci.4alkoxy, Ci.4hydroxyalkyl, 
Ci.4aminoalkyl, halogen, hydroxy, haloalkyl, haloalkoxy, amino, Ci.4alkylamino, and/or 
cyano; 

R]2, Ri2a5 Rl2b> ^^22 ^23? ^24 ^® independently selected from hydrogen, 
alkyl, substituted alkyl, alkenyl, substituted alkenyl, aryl, heteroaryl, cycloalkyl, and 
heterocyclo; 

R16 is Ci-galkyl substituted with 0-2 R25, phenyl substituted 0-3 R25, naphthyl 
substituted with 0-3 R25, a 5-10 membered heteroaryl substituted with 0-3 R25 and 
selected from lH-pyra2ol-4-yl, lH-pyrazol-4-yl, thiazol-5-yl, 2-naphthyl, 
quinolin-8-yl, benzo[ 1 ,2,5]thiadiazol-4-yl, 2,3-dihydro-benzo[ 1 ,4]dioxin-5-yl, or 
1 H-benzoimidazol-5-yl; 

R21 is selected from alkyl, substituted alkyl, alkenyl, substituted alkenyl, aryl, 

heteroaryl, cycloalkyl, and heterocyclo; 

R25 at each occurrence is selected from Ci-4alkyl, Ci-4alkoxy, 

Ci-4hydroxyalkyl, Ci.4aminoalkyl, halogen, hydroxy, haloalkyl, haloalkoxy, amino, Cj. 

4alkylamino, and/or cyano; 

is 1 or 2; 
^ is 1, 2 or 3; 
r is 0, 1, or 2; 



Page 17 of 34 



us. Serial No. 10/775,923 
Docket No.: 10116NP 

s is 0, 1, 2, or 3; 
ns 1 or 2; and 
w is 1 or 2t 
provided that; 

i) when Z i s phenyl, pyridyl or pyridazinyl, Ri^ 54 ^ and/or Rj4 arc other 
than cyano or C( = NR^)NR2 ^R24rW 

ii) when W i s H or C^^allcyl, Z i s other than ar>1 . 

15. (Original) A compound of Claim 1, or a stereoisomer or a pharmaceutically- 
acceptable salt thereof, wherein the compound is of formula (le): 




(le) 

16. (Original) A compound of Claim 15, or a stereoisomer or a pharmaceutically- 
acceptable salt thereof, wherein the compound is of formula (If): 
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O 



(If) 

17. (Currently amended) A compound according to claim 1, wherein the compound is 
selected from the group: 

[2 (3 ethoxy 4 i s opropoxy - phcnyl) - 2 - (l,2,3, 4 tctrahydro - i s oquinolin - 7 - 
ylamino) - Qcetyl] - bcnzencsulfonamidc; 

A^-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]" 
benzenesulfonamide; 

A^-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
4-hydroxy-benzenesulfonamide; 

4-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)- 
acetylsulfamoyl]-benzoic acid; 

iV-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
4-nitro-benzenesulfonamide; 

iV-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
C-phenyl-methanesulfonamide; 

naphthalene-2-sulfonic acid [2-( 1 -amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4- 
isopropoxy-phenyl)- acetyl] -amide; 

A^[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
4-methoxy-benzenesulfonamide; 

4-amino-A^[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy- 
phenyl)-acetyl]-benzenesulfonamide; 
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3-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)- 
acetylsulfamoyl]-ben2oic acid; 

A^-[2-(l-amino-isoquinolm-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
4-methyl-benzenesulfonamide; 

Ar-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
4-fluoro-benzenesulfonamide ; 

methanesulfonic acid [2-( 1 -amino-isoquinolin-6-ylamino)-2-(3-ethoxy-'4- 
isopropoxy-phenyl)-acetyl] -amide; 

ethane- 1 -sulfonic acid [2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4- 
isopropoxy-phenyl)-acetyl]-amide; 

propane-2-sulfonic acid [2-(l -amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4- 
isopropoxy-phenyl)-acetyl]-amide; 

2- methyl-propane-2-sulfonic acid [2-(l -amino-isoquinolin-6-ylamino)-2-(3- 
ethoxy-4-isopropoxy-phenyI)-acetyl] -amide; 

5-chloro- 1 ,3-dimethyl- 1 H-pyrazole-4-sulfonic acid [2-( 1 -amino-isoquinolin-6- 
ylaniino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]-amide; 

7\r-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]-- 
3-fluoro-benzenesulfonamide; 

A^-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
3-nitro-benzenesulfonamide; 

benzo[ l,2,5]thiadiazole-4-sulfonic acid [2-(l-amino-isoquinolin-6-ylamino)-2-(3- 
ethoxy-4-isopropoxy-phenyl)-acetyl]-amide; 

quinoline-8-sulfonic acid [2-(l -amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4- 
isopropoxy-phenyl)-acetyl]-amide; 

3- amino-A^[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy- 
phenyl)-acetyl]-benzenesulfonamide; 

2,4-dimethyl-thiazole-5-sulfonic acid [2-(l -amino-isoquinolin-6-ylamino)-2-(3- 
ethoxy-4-isopropoxy-phenyl)-acetyl]-amide; 

5-methyl- 1 -phenyl- 1 H-pyrazole-4-sulfonic acid [2-( 1 -amino-isoquinolin-6- 
ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]-amide; 
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2,3-dihydro-ben2o[ 1 ,4]dioxine-5-sulfonic acid [2-(l -amino-isoquinolin-6- 
ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]-amide; 

7V^-[2-(l-amino-isoqumolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 

2- nitro-ben2enesulfonamide; 

(2-{4-[2-(l-amino-isoquinolin-6-ylainino)-2-(3-ethoxy-4-isopropoxy-phenyl)- 
acetylsulfamoyl] -phenyl }-ethyl)-carbamic acid tert-hutyl ester; 

A^-[2-(l-amino-isoquinolin-6-ylainino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 

3- hydroxymethyl-benzenesulfonainide; 

iV-[2-(l-amino-isoquinolin-6-ylaniino)-2-(3-ethoxy-4-isopropoxy-phenyl)- 
acetyl]-4-hydroxymethyl-ben2enesulfonamide; 

5-[2-(l-amino-isoqumolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)- 
acetylsulfamoyl] -2-hydroxy-benzoic acid; 

A^-[2-(l-amino-isoquinolin-6-ylaiiiino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 
3-hydroxy-benzenesulfonamide; 

A^-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]- 

2- hydroxy-ben2enesulfonamide; 

A^[2-(l-amino-isoquinolin-6-ylanuno)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]-- 

3- cyano-benzenesulfonamide; 

A^-[2-(l-amino-isoquinolm-6-yIamino)-2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl^ 
3-methyl-benzenesulfonamide; 

2- amino-A^-[2-(l-amino-isoquinolmT6-ylamino)-2-(3-ethoxy-4-isopropoxy- 
phenyl)-acetyl]-ben2enesulfonamide; 

4-(2-amino-ethyl)-iV-[2-( 1 -amino-isoquinoliii-6-ylamino)-2-(3-ethoxy-4- 
isopropoxy-phenyl)-acetyl]-beiizenesulfonamide; 

4-aminomethyl-A^-[2-(l-arnino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy- 
phenyl)-acetyl]-benzenesulfonamide; 

3- aminomethyl-A^-[2-(l-amino-isoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxy- 
phenyl)-acetyl]-ben2enesulfonamide; 

2-amiiio-lH-benzoiinidazole-5-sulfonic acid [2-(l-amino-isoquinolin-6-ylamino)- 
2-(3-ethoxy-4-isopropoxy-phenyl)-acetyl]-amide; 
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N [2 - (3 - omino - bcnzo[d]i s oxazoi 6 ylamino) 2 (3 cthoxy 4 i s opropoxy 
phcnyl) - ttcctyll - bcnzcno s ulfonamidc; 

N [2 - (3 - ttinino IH indazol 6 ylamino) 2 - (3 cthoxy 4 i s opropoxy phenyl) 
aeetyl] bcnzcnc s uifonami det 

[2 (2 amino - 3H - bcnzoimidazol 5 - ylamino) 2 (3 cthoxy 4 i s opropoxy 
phenyl) acct>1] bcnzcnc s ulfonamidc; 

2 ( 4 aminoquinQzolin - 7 - ylamino) 2 - (3 - cthoxy 4 isopropox>T)henyl) 
(phenyl s ulfonyl)QCCtamidc; 

2 ( 4 aniinoquinazolin - 7 ylamino) - 2 - (3 - cthoxy 4 i s opropoxyphcnyl) N 
(mcthyl s ulfonyl)acctamide; 

2-(l-ammoisoquinolin-6-ylammo)-2-(3-ethoxy-4-isopropoxyphenyl)-A^-(2,2,2- 
trifluoroethylsulfonyl)acetamide; 

2-(l-ammoisoquinolin-6-ylamino)-7V-(cyclopropylsulfonyl)-2-(3-ethoxy-4- 
isopropoxyphenyl)acetamide ; 

2-( 1 -aminoisoquinolin-6-ylamino)-A/^-(3- aminosulfonyl -phenylsulfonyl)-2-(3- 
ethoxy-4-isopropoxyphenyl)acetainide; 

2-(3-ethoxy-4-isopropoxyphenyl)-2-(isoquinolin-6-ylamino)-A/-(phenylsulfonyl)-. 
acetamide; 

A^-(3-cyanophenylsulfonyl)-2-(3-ethoxy-4-isopropoxyphenyl)-2-(isoquinolin"6- 
ylamino)acetamide; 

A^-(3 -aminosulfonyl -phenylsulfonyl)-2-(3-ethoxy-4-isopropoxyphenyl)-2- 
(isoquinolin-6-ylanimo)acetamide; 

A'^-(cyclopropylsulfonyl)-2-(3-ethoxy-4-isopropoxyphenyl)-2-(isoquinolin-6- 
ylamino)acetamide; 

A^-(3-carboxaniide-phenylsulfonyl)-2-(3-ethoxy-4-isopropoxyphenyl)-2- 
(isoquinolm-6-ylammo)acetamide; 

A^(2-animoethylsulfonyl)-2-(3-ethoxy-4-isopropoxyphenyl)-2-(isoquinolin-6- 
ylamino)acetamide; 

2-( 1 -aminoisoquinolin-6-y laniino)-iV-(3-carboxaniide-phenylsulfonyl)-2-(3- 
ethoxy-4-isopropoxyphenyl)acetaniide; 
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2-( 1 -aminoisoquinolin-6-ylamino)-A^-(3-carboxamide-phenylsulfonyl^ 
ethoxy-4-isopropoxyphenyl)acetamide; and 

2-( 1 -aminoisoquinolin-6-ylamino)-2-(3-ethoxy-4-isopropoxyphenyl)-N- 
(methylsulfonyl)acetamide5-a»* 

4- [3 - bcnzenc s ulfonyl 5 (3 - cthoxy -4 i s opropoxy phenyl) 4 oxo imidazolidin - l 
yl] bcnzamidine ; or a stereoisomer or pharmaceutically acceptable salt thereof. 

18. (Original) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compoimd of Claim 1 or a 
pharmaceutically acceptable salt, or hydrate thereof. 

19. (Original) A method for treating a thromboembolic disorder, comprising: 
administering to a patient in need thereof a therapeutically effective amount of a 
compound of Claim 1 or a pharmaceutically acceptable salt, or hydrate thereof 

20. (Original) A method according to Claim 19, wherein the thromboembolic disorder is 
selected from the group consisting of arterial cardiovascular thromboembolic disorders, 
venous cardiovascular thromboembolic disorders, and thromboembolic disorders in the 
chambers of the heart. 

21. (Original) A method according to Claim 19, wherein the thromboembolic disorder is 
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, 
recurrent myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, 
atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein 
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral 
arterial thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and 
thrombosis resulting from (a) prosthetic valves or other implants, (b) indwelling 
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catheters, (c) stents, (d) cardiopulmonary bypass, (e) hemodialysis, or (f) other 
procedures in which blood is exposed to an artificial surface that promotes thrombosis. 

22-36. (Canceled) 

37. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compoxmd of Claim 2, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof. 

38. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Claim 5, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof. 

39. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Claim 6, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof. 

40. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compoimd of Claim 7, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof 

41. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amoxmt of a compound of Claim 8, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof 
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42. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compoimd of Claun 9, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof. 

43. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Claim 10, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof 

44. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Claim 1 1, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof 

45. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Claim 12, or a 
stereoisomer or a pharmaceutically-acceptable salt thereof. 

46. (New) A method for treating thrombosis, comprising: administering to a patient in 
need thereof a therapeutically effective amount of a compoimd of Claim 1, or a 
stereoisomer or a pharmaceutically acceptable salt thereof 

47. (New) A compound of formula (IV): 
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(IV) 



wherein Rj, R2, R3, and R9 are defined as in Claim 1; R20 is Cj^alkyl or benzyl; PG is a 
protecting group independently selected at each occurence from the group: formyl, 
benzyl, p-methoxybenzyl, nitrobenzyl, 2,4-dimethoxybenzyl, triphenylmethyl, 
di-p-anisylmethyl, furylmethyi, Cj^alkoxycafbonyl, C^j^ allyloxycarbonyl, 

benzyloxycarbonyl, p-methoxybenzyloxycarbonyl, o-nitrobenzyloxycarbonyl, 
p-nitrobenzyloxycarbonyl, trimethylsilyl, t-Bu-diMe-silyl, C]_4alkylidene, and 

benzylidene; r is 0, 1, or 2, and s is 1 or 2; when s is 2, both PG may be taken together 
with the nitrogen to which they are attached to form a phthalimide group. 

48. (New) A process for preparing a compoimd of Claim 47, which comprises: 
contacting a compound of formula (II); 



wherein LG is a leaving group selected from the group: halogen, mesylate, tosylate, 
benzenesulfonate, and trifluoromethanesulfonate; 
with a compound of formula (III): 




R3 R2 



O 



(11) 
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N(PGy 




in the presence of a base selected from the group: diisopropylethylamine, 
triethylamine, potassium carbonate, potassium bicarbonate, and potassium 
phosphate. 



49. (New) A process according to Claim 48, for preparing a compound of formula of 
(IVb): 

R3 R2 

N(Boc)2 

H o 

(IVb) 

which comprises: contacting a compoimd of formula (II), wherein R20 is benzyl; 
N(Boc)2 




with 




NH 



2; in the presence of diisopropyl ethyl amine. 



50. (New) A process for preparing a compound of Claim 47, which comprises: 
contacting a compound of formula (V): 
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(V) 

with a compound of formula (VI): 




(VI) 

in the presence of a palladium catalyst selected from the group: palladium (II) 
chloride, palladium (II) acetate, tris(dibenzylideneacetone)dipalladium (0), 
tetrakis(triphenylphosphine)palladium (0), bis(tri-t-butylphosphine)palladiimi(0), and 
allylpalladium chloride dimer; or a copper catalyst selected from the group: copper (III) 
triflate, tetrakis(acetonitrile)copper(I), hexafluorophosphate, copper(I) iodide, and copper 
(II) acetate; a ligand selected from the group: l,r-bis(diphenylphosphino)ferrocene, 
(R or S)- 1 -(2-diphenylphosphino- 1 -napthyl)isoquinoline, triphenylphosphine, 
triphenylarsine, l,3-bis(2,4,6-trimethylphenyl)imidazolium chloride, 
tri-t-butylphosphine, tri-2-furylphosphine, 
(R or S)-2,2*-bis(diphenylphosphino)-l,r-binapthyl (BINAP), 
(R or S)-2,2'-bis(di-p-tolylphosphino)-l,r-binapthyl (Tol-BINAP), and 
N,N-diethylsalicylamide; and a base selected from potassium carbonate, 
potassium t-butoxide, tetrabutylammonium hydroxide, triethylamine, 
diisopropylethylamine, cesium carbonate, cesium acetate, and potassium phosphate. 



5 1 . (New) A process according to Claim 50, for preparing a compound of formula of 
(IVb): 
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which comprises: contacting a compound of foraiula (II), wherein R20 is methyl; 
with Br ; 

in the presence of a palladium catalyst such as 
tris(dibenzylideneacetone)dipalladium (0); a ligand such as 

(R or S)-2,2'-bis(diphenylphosphino)-l,r-binapthyl (BINAP); and abase selected from 
diisopropylethylamine, cesiiim carbonate, and potassium phosphate. 
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